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Ihlhe Gahns: 

flu status et m s is s set m'h n \ k < > 1 i j I ( 

LISTING OF THE CLAIMS 

1 . (Withdrawn) A mem > 1 '-v nJn't e.qulih m mteialonola 
probe and an unknown target, said method comprising: 

exciting a sample ai with radiation, said sample comprising 
at least a portion of the members of a library, 
at least one probe, and 
at least one fluorescent tag; 

measuring the fluorescence from a subvolurne of said sample: and 

analyzing the fluctuations of said fluorescence. 

2. ('Withdrawn) The method of claim 1 further comprising 

selecting additional portions of said library, 

fly exciting an additional porti i idiati 

measuring the .fluorescence of a subvolurne of the additional portion; and 
analyzing the fluctuations of said fluorescence. 

3 . (Withdrawn) The method of claim 1 , said sample comprises a plurality 
> T iiu .K.n , - d u en 1 s 1 in < ad i crab: s 

4. (Withdrawn) he method i I aim !i he mpi in ms n ' 
least one of the members of said portion of said library from at least one other member of 

ud i > tic >rai nd rene ) nethod lain a s i east out 
separated member. 

5. (Withdrawn) The method of claim L wherein said members comprise 
said fluorescein tag. 
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6. ( Withdrawn) The method of claim t > wherein said fluorescent tag is 
attached to said probe. 

7. (Withdrawn) The method of claim i s further comprising generating a 

library. 

8. (Withdrawn} The method of claim 1 , further comprising generating a 
library con-prising fluorescent members. 

9. (Withdrawn) Ik k h i q in S v U u , v mj » t-> 
in vitro translation. 

1 0. (Withdrawn) The method of claim 1 , further comprising labeling said 
members of said library with a fluorophore. 

1 1 . (Withdraw)) The method of claim 1 0, wherein said labeling comprises in 
■vitro translation labeling using a fluorescent amino acid analogue, labeling by inserting a 
sequence lore fluorescent protein into a cDNA or post transitional labeling. 

Wis iwn he m 1 « of claim L wher 1 i ) -> 1 id 

library comprise fluorescent proteins. 

13. (Withdrawn) The method of claim L wherein said .members of said 
m v- ' ii ^ ..vv i nno acids 

14. (Withdrawn! The method of claim 1 . wherein said members of said 
libra \ ornprise luoreseentb lab* t i p> at I 

5 \K wn) fhe method of claim l } when said sample no i 
plurality of unique probes, each unique probe comprising a unh ue !" t re o a tag, each 
unique probe having a unique binding site. 
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1 6. ( Withdrawn) The method of claim I , wherein when binding of a probe 
in end > present, said mjxhd bather eompn's. k f\m x me nK t 
which the probe has formed a bond. 

17. (Withdrawn) t \ p a u>J v. a 1 \ u 1 | 1 
comprises a second fluorescemly labeled probe, said first fiuorescently labeled probe and 
said second fluorescent))' labeled probe being capable of binding to two different unique 
binding sites. 

18. (Withdrawn) Fhe method of clan 1 s k \ 
comprises a second probe capable of binding to a unique site on a target, said unique site 
being created when said first probe binds to she target. 

1 9. (Withdrawn) The method of claim 1 , wherein said at least one 

h o'Cm-c ! \ 1 u < j U m! > v • k > i > i v t 

to a unique site on at least one of a target and the first probe when said first probe is 
bound to the target, said unique site being created when said first probe binds to the 
targes. 

0. (Will i) he method of claim 1 e he uniqu she 

t <> i i i i i iO)i he prh seconda d tiary strut e of at least 
i> x o i juc , xl ^ < -> n be 

2 1 . (Withdrawn) The method of claim 1 9. wherein said unique she is created 
by the addition of a moiety to the Larger 

22. (Withdrawn) The method of claim 19, wherein said unique site is created 
by at least one of phosphorylation, glyeosyfmlon. alkylafion, aeyhuion, aceiyiation, and 
ubiquitination 
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23, (Withdrawn) The method of claim 1 9, wherein said unique site is created 
By proteolysis. 

24. (Withdrawn.) The method of claim 19, wherein said unique site is 
selected from the group consisting of a phosphotyrosine. phosphoserine, or a combination 
thereof, 

25. (Withdrawn) The method of claim I . wherein said members comprise a 
binding site created by at least one of phosphorylation, giyeosyiaiion, proteolysis, and 
ubiquitination. 

26, (Withdrawn) The method of claim 1 . wherein at least one of said probe 
and said member is attached to a bead. 

2 7. (Withdrawn) The method of claim L wherein said probe is attached to 
said bead am id is cent ta tached to said mei e 

28. (Withdrawn) The method of claim !, wherein said member is attached to 
said bead and said fluorescent tag is attached to said probe. 

29. (Withdrawn) The method of claim 1 , wherein said analyzing comprises 
determining at least one of t he size of the fluorescence intensity .fluctuations and the 
duration of the correlation of the .fluorescence fluctuation. 

0. fWithdra ['he moth ofciai where o malyzi compri 

determining a correlation function comprising at least one of the crosscorrelation function 
of said sample and an autocorrelation function of said sample. 

3 { . (\\ itMrawo.) 1 he method oi claim 30, wherein said anal} .one lurthei 
c i iptiNCN i v . 0! n th t .rrelation in s n 
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32. (Withdrawn) The method of claim 30, wherein said analyzing further 
omprise ! s ! i 1 ^ a i! { rrrehUion fundi 

haws fhe method of claim 1 ereh said ana ig c ^ ^ 

0 S I + £ t 11 i (. ( S t £ } 

analysis. 

34. (Withdrawn) The method of claim 1 , wherein when binding is present, 
said method further comprising determining at least one of the diffusion coefficient of a 
probe-member complex, the number of probe-member complexes in the sample, and the 
stoiehiometry of the probe-member complex. 

35. { Withdrawn) The method of claim 1 . wherein said sample further 
comprises a piuraih >f unique probe wherein e h lique probe comj e> unique 
r'lum'ophore, 

26. (Withdrawn) The method of claim i. wherein said sample further 
comprises a plurality of different size beads, a plurality of probes and a plurality of 
members of said library, at least one of said probes and said members being attached to 
said beads. 

37. (Withdrawn) The method of claim 35, wherein said members are 

O ltd v.^ > s u 1 s k j u I I x v 

38. (Withdrawn) The method of claim 33, wherein said probes are attached 
to said b On ; t e nei be s ipris more nt t 

39. (Withdrawn) The method of claim I , wherein said sample further 
eomp v d fluorescent tag t nt iron mi m e tag 
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10.. (Withdraw The method of c 1 38, wherein said first fluorcsi nl sg 

* iduu to < i I n i -Mid second iluo escent tag is at.u ncd v ^ d r „mk.? 

II fY^hoawn* i he m*. hoe o J<nn w ei a I ao es^uu ^l. 

is attached to said first probe and said second fluoresces, tag is attached to at least one of 
a second probe and a bead. 

42. (Withdrawn) The method of claim 38. wherein said first -fluorescent tag 
is attached to said member and said second fluorescent tag is attached to at least one of 
said probe and a bead. 

43, (Withdrawn) The method of claim 38. wherein said sample further 
comprises a plurality of different size beads and at least one of said probe and said 
member is attached to said beads. 

44, (Withdrawn) The method of claim 42, wherein said sample further 
comprises a plurality of unique probes, each unique probe being attached to a different 
size bead . 

45. ( Withdrawn) The meth od of claim 42, wherein said first fluorescent lag 
is attached to said probe and said second fluorescein tag is attached to said unknown 
target. 

46. (Withdrawn) The met! tod of claim 42, wherein said first fluorescent tag 
is attached to said first probe and said second fluorescent tag is attached to at least one of 
a second probe and said beads. 

47, (Withdrawn) The method of claim 1 . whereto said sample comprises a 
crosslmk.iug agent. 
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48. (Withdrawn) The method of churn 1 , wherein at least one of said probe, 
said member, and said fluorescent tag comprises a erosslmking agent, 

49. (Withdrawn! The method of claim i 5 further comprising determining at 
least one of a true autocorrelation function and a true crosscomdation function of said 
sample. 

50. (Withdrawn) Hie method of claim I further comprising flowing said 
sample through a sample chamber. 

5 1 . (Withdrawn) The method of claim I , wherein said method is automated. 

52. (Withdrawn) A method of assaying for the equilibrium interaction of a 
prol e and an unknown m get. said method comprising: 

exciting a sample with radiation, said sample comprising 

•at least one unknown target, 

at least one probe, and 

at least one fluorescent tag; 
measuring the fluorescence from a subvoiume of said sample; and 
analyzing the fluctuations of said fluorescence. 

53. ■ Withdrawn) The method of claim 52, wherein at least one of said probe 
and said unknown target comprises said fluorescent tag. 

54. (Withdrawn) The method of claim 52, wherein said fluorescent tag is 
attached to said probe. 

55. (Withdrawn) The method of claim 52, wherein said fluorescent tag is 
attached to said unknown target. 
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5t 5 1 t% i he ( ret tod of cla m ^2 wl erein when b s_ > ?n 
v U n et < iij •>*■-> iu" u, 5 ! if nn r r c % e t ■> >fv * is 

farmed a bond. 

57, (Withdrawn.) The method of claim 52, wherein said unknown target 
c pri a uct ilting from p tth< n inf< t ic t 

58 . ( Withdrawn) The method of claim 52. wherein said unknown target 
comprises a toxin. 

59. (Original ) A method of assaying for a pathogen in a sample, said 
method comprising: 

exciting a sample with radiation, said sample comprising: 

at least one pathogen;. 

at least one probe, and 

at least one fluorescent tag; 
measuring the fluorescence from a subvolume of said sample; and 
analyzing the fluctuations of said fluorescence. 

60. (Original) A method of assaying for the presence of a pathogen 
component in a sample, said method comprising: 

OXOL'L, ! <.>![!! h >J} 1 If- T < i ' 

at least one probe capable of binding a predetermined pathogen 
component, and 

at least one fluorescent tag; 
measuring the fluorescence from a subvolume of said sample; 
analyzing the fluctuations of said fluorescence; and 
J arm nine the pre ;ence i a -se ice of. s; id patho en c< n i >ne * 

61. (Original i The method of claim 60, further comprising identifying 
said pathogen. 
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62. (Original) le i od oi c ; m «>0 vhereis - »d s pie comprise 
plurality of ^ in Kvt n f I . J i ^ju ■> d c q < i uouc 

1 1 u ^ i i i \ k. d i ii nuii. i ! v p 

component. 

63. (Original) The method of claim 60, wherein said sample further 
vomprse^i viou 1 fnoresv i + r . v. m \ l]i r >.h ,ai",R on the 
flaorophorc i haorc it t 

64 (Org x- ) Flic method of claim oO. \shtrein said a:iul\ ring comprises 

at least one of determining the cross-correlation function of said sample and determining 
the autocorrelation function of. said sample. 

65, (Original) 1 he method of claim 60, wl erein said r it i ( gs i comj 
comprises a bacterium. 

66, (Original ) The method of claim 60, wherein said pathogen component 
comprises a virus. 

07 {i hmmal ; The method of claim 60, wherein sard pathogen component 

j, selected ii" ttux^.wiii'M >\> m o H nnt oaf iif cien 

acid, pathogen protein, pathogen carixdrvdrate. ana combinations thereof 

68. (Original) The method of claim 60, wherein said pathogen component 
is selected from the group consisting of pathogen spore, pathogen toxin, metabolic 
product of pathogen, and combinations thereof. 

69. (Original) The method of claim 60, wherein said pathogen component 
i a a pathogen and said probe Is capable of binding to a pathogen. 
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70. (Withdrawn) A method of assaying tor the presence of a toxin in a 
sample, said method comprising: 

\ np e i ! di t npie eomprisi 

at least one probe capable of binding a predetermined toxin, £ 
at least one fluorescent tag: 
measuring the fluorescence from a sub-volume of said sample: 
analyzing the fluctuations of said fluorescence: arid 
determining the presence or absence of said toxin. 



71. (Withdrawn) The method of claim 70. wherein said toxin is ricin. 



72. (Withdrawn) The method of claim 71, wherein said probe and said 
fluorescen ta comp flu * <. umat serum albumu e laetos 

73. ( Withdrawn) The method of claim 72 wherein said probe and said 
fluorescent fas ompris luorescenti tagg I human serun dbun i ga ctos 

14. (Withdrawn) A method of identifying a probe capable of binding to a 
x tow path said method cun ing 

a. exciting a sample with radiation, said sample comprising at least 
one known pathogen, at least one probe, and at least one fluorescent tag; 

c. v ^ e O t ^ !(.!.( n l'\ 'U i km 

d. analyzing the fluctuations of said fluorescence. 



75. (Withdrawn) A kit composing: 
irst. p obe comp i e 
ricin, 

i i ^ m i t n ^ i i 1 1 < 1 i 

a second probe bound to sard first probe, said second probe being adapted 
to bind ricin. 



11 



U.S.S.N.10/632 ; ?25 



76. (Withdrawn) The kit of claim 75, wherein said second probe comprises 
human scrum albumin galactose. 

77. (Withdrawn) The kit of claim 75, further comprising a second 
fluorescent tag. 

78. (Withdrawn) The kit of claim 15, wherein said second fluorescent tag is 
attached to said second probe. 

79. (Withdrawn) A method of assaying for the presence of molecular 
interactions of a probe and a target , said method comprising 

a, exciting a sample with radiation, said sample comprising 

i, t plurality o tique ma t g t i p 1 s eac uni t 

mass adding component having a unique mass, 

if a plurality of targets, 

hi. a plurality of fluorescent tags, and 

iv. a plurality of probes; and 

b. measuring the fluorescence emitted by the sample; and 
e analyzing ihc fluctuations of said fluorescence. 

80. (Withdrawn) The method of claim 79, wherein said fluorescent tags are 
vtUv ad to vj v n - em con oone; i 

8 1 . (Withdrawn) The method of claim 79, wherein said fluorescent tags are 
attached to said probes. 

v A thd o i) he re od of claim 9 ex as d 11 cen tag 
attached to said targets. 

83, (Withdrawn) The method of claim 79, wherein said probes are attached 
to said mass adding component. 
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84. (Withdrawn) 1 be method oi claim 79, wherein said fluorescent tags are 
attached to said probes and said probes arc attached io said mass adding component. 

85. (Withdrawn) The method of claim 79, wherein said fluorescent tags are 
attached to said mass adding component and said probes are attached to said mass adding 
component, 

86. (Withdrawn) The method of claim 79, wherein said plurality of 
fluorescent tags comprise a plurality of unique fluorescent tags. 

87. (Withdrawn) A kit comprising: 

a plurality of unique beads, each unique bead having a different size; 
a plurality of probes adapted to bind to a unique target, said probes being 
attached to said beads; raid 
a. plurality of fluorescent tags. 

88. ( Withdrawn) The kit of claim 87, wherein said fluorescent tags comprise: 
unique iluorophores. 

89. (Withdrawn) The kit of claim 87. further comprising a second probe, 

90. (Withdrawn) The kit of claim 87, wherein said fluorescent tags are 
attached to said second probe, 

91. (Withdrawn) The kit of claim 87, wherein said fluorescent tags are 
attached; to at least one of said beads and said probes 

02. (Withdrawn) A method of determining a one correlation i unction of a 
sample, the method comprising obtaining a measured correlation function of the sample 



13 



U.S.S.N.1 0/632,725 



from a fluorescence correlation spectroscopy instrument and applying a correction 
algorithm to the measured correlation ftmctaoa 

93. (Withdrawn} The method of claim 92 wherein the spectroscopy 
instrument Includes an excitation source, a first detector, and a second detector. 

94. (Withdrawn) The method of claim 92 wherein the measured correlation 
function is an autocorrelation function. 

95. (Withdrawn) The method of claim 92 wherein the measured correlation 
i us u St k n 

96. (\\ ithdrawn) fhe method mi claim 92 wherein the correction algorithm 
adjusts the measured correlation function based on a bleed through coefficient. 

97 % idraw fhe method < im 96 wherein the c eetio Ig itl n is 

further based on a first average of the fluorescence intensities measured at the first 
detector and a second average of the fluorescence intensities measured at the second 
detector. 

98. (Withdrawn) The method of claim 92, wherein said sample comprises at. 
least a portion of the members of a library, a pathogen, a toxin or a combination thereof 

99. {Withdrawn} A method of determining a true am 'correlation function of 
a sample, the method comprising: 

hi U - a II si n a red at tot > lation function of tl an pie i on j 
of a fluoresce cc correlation spectroscopy instrument; 
obtaining a second measured autocorrelation function of the sample from a 
second detector ot the instrument; 

m\sg easurs.de u t o i s c be 5 s t de „Uoi 
md the second detector oi htm c i uic 



14 



U.S.S.R! 0/632 J2S 

determining the true autocorrelation function of the fluorescence measured 
at the first detector, 

1 00. (Withdrawn) A method of determining a true crosseorrelation function of 
a sample, the method comprising: 

obtaining a first measured correlation function of the sample from a first, 
detector of a fluorescence correlation spectroscopy instrument; 

obtaining a second measured correlation function of the sample from a 
second detector of the instrument; 

obtaining a measured crosseorrelation function between toe first detector 
and the second detector of the instrument; 

determining a true crosseorrelation function, 

A ithdi , \nartiel >f manufacture comprism j m * 1 et read 1 t 
medium having stored therein a computer program for determining a true correlation 
function of a sample, the computer program comprising: 

a first code segment tor obtaining a measured correlation function of the 
sample; and 

eond ( eg nt for app igac rre< 1 t 

measured correlation function. 

\ i i <. lL v i t >j \ x vii i i n; v i. m i 
function is an autocorrelation function. 

3 03. (Withdrawn) The article of claim 101 wherein the measured correlation 

1 i i " s K Au'li, IO cum 

(Withdrawn) i rrt ck -1 im 101 where I o ? got hn 
adjusts the measured correlation function based on a crosstalk parameter between the first 
and ihe second detectors. 
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105. (Withdrawn) The anicle of claim 104 wherein the correction algorithm is 
erb n a first average th i ence intensities meast i 

detector and a second a verage of the fluorescence intensities measured at the second 
detector. 

1 06. (Withdrawn) An article of manufacture comprising a computer readable 
medium having stored therein a computer program for determining a true correlation 
function of a sample, the computer program comprising: 

a Erst code segment for ohtaii ng a first measures rutoco t i 
of the sample from a first detector of a fluoiCsCv k v . > < «. ,> 

u\ un ait. a set d nac irt i o clad n mou >t lies nk on i 
second detector of the instrument, and a measured crosscorrelanon function 
between the first detector and the second detector of the instrument; 

a second code segment for determining the true autocorrelation function 
of the fluorescence measured at the first detector. 

l ^ l i s j iei num. > ction of a 

sample, the system comprising a memory device for storing information related to the 
sample and a processor programmed with instruction to obtain a measured correlation 
function of the sample from a fluorescence correlation spectroscopy instrument and apply 
a correction algorithm to the measured correlation function. 

308. (Withdrawn) A fluorescence correlation spectroscopy instrument tor 
determining a true correlation function of a sample, the instrument comprising; 
an excitation source: 

a first detector and a second detector ibr measuring fluorescence of the 

sample; 

icmory device fo orm nfonnad - I e s 3 s 1 
a processor programmed with instruction to obtain a measured correlation 
function of the sample from a fluorescence correlation spectroscopy instrument 
mt\ ape \ a correetio i a gorithm to the neasu ed co el it on i cti< s 
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ICQ ^\ itlui'aw is \ metnod v. u at t <. m iemtt\ o a 

arapk liii tJiu 1 tpt ng obtaini ; i measured il oreseence intens - i'tht \ph 
from a first detector of a -fluorescence correlation spectroscopy and applying a correction 
algorithm to the measured fluorescence intensity. 

1 1 0. (Withdrawn) The method of claim 1 09 wherein the correction algorithm 
adjusts die measured fluorescence intensity based on a bleed-through coefficient, between 
the first detector and a second detector of a fluorescence correlation spectroscopy. 

Hi, (Withdrawn) The method of claim 1 1 0 wherein the correction algorithm 
is further based on a second measured fluorescence intensity of the sample from the 
second detector. 

1 1 2. ( Withdrawn) A method of determining a true fluorescence intensity of a 
sample, the method comprising: 

measuring a first fluorescence intensity of the sample at a first detector of 
a enee e( i troscopy in k last luorescence 

intensity the sample at a second detector of a fluorescence correlation 
spectroscopy instrument; and 

determining at least one of a true fluorescence intensity of the 
fluorescence measured at. the first detector and the true fluorescence intensity of 
the fluorescence measured at the second detector. 

113. (Withdrawn) The method of claim 1 1 2 further comprising generating a 
true autocorrelation curve, based on the first true fluorescence intensity. 

114. (Withdrawn) The method of claim 112 further comprising generating a 
true erosscoH-elation curve, based on the first and second true fluorescence intensities. 
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1 1 5 . (Withdraw) An article of manufacture comprising a computer readable 
met un h< tg sto d thei in; computer program tor detern nmg t true 0 aeseencc 
intensity of a sample measured by a fluorescence correlation spectroscopy Instrument. 

I ' \ a vs 1 V fluorc cence correlation sped sc n istru v o 
determining a true fluorescence intensify of a sample, the instrument comprising: 
an excitation source; 

a first detector and a second detector for detecting a first measured 
luorescenee a- d , -v.au ea ured fluorescence of the sample; 
a memory device for storing computer code; and 
a processor for executing the computer code to obtain the true 
fluorescence intensity, based on the first and the second measured fluorescence. 

117. (Withdrawn) The instrument of claim i 1 6 wherein the memory de vice i s 
an HP ROM. 
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